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SIGNIFICANT ACTIVITIES 
UNDERTAKEN BY THE i%lARKETING APPLICANT 

DURINGTHE 
IND PHASE 

OF THE REGULATORY REVIEW PERIOD 



IND 46,687 Tiotropium Bromide 

Date 1 Submission Type I Abstract 
zo-NOV-94 [ORIGINAL N SN 000 (Quaternary ammonium compound being investigated 

on the recent submission. On l2/9 BIPI confirmed 

which BIPI sent 
studies conducted 

outcome of these discussions were faxed to FDA on 

0510 (ISweek oral study in dogs), and the absence 

conference call to discuss clinical issues presented in 
facsimile from Drs. Pina and Himmet dated l/i 0. 



IND 46,687 Tiotropium Bromide 

ultiple-Dose, Double- 
Group Study to Determine the Optima 

Cancinogenicity Commrttee called as a 

Table contains summasy data atready in U91-02?6, 

m ongomg mouse 

s conducted, these data were 

BIPl response to items I to 12, pertaining to clinical 
L- I section. (TiotroDium Powder Inhalation System) 



IN0 46,687 Tiotropium Bromide 

package volume ?, volume 1 

revkewer reques 
clarification on differences between Handihaler used 

ess issue #7 for real-time diary-records to be 

New Investigators SN 0 12 dose comparison of 18 mcg of tiotropium inhalation 
capsules and placebo in a one-year, double-blind, 
safety and effkacy study in adults with chronic 
obsntctive pulmonary disease (COPD); New 

analysis, addition of symptoms and activrties scores 



IN0 46,687 Tiotropium 3romide 

OlT7 U9S-01.33 U95-0177 U95-0221 U95-0222 

t: New Tnvestigators 

flow rater characIeristics in ents with COPD- Nev 

provided,fax is in response to FDA discussions on 
historical data on 



IN0 46,687 Tiotropium Bromide 

capsules, salmeter~l inhatation aerosol and placebo i 
a six-month, double-blind, double-dummy, safety an 
efficacy study in pati&ts with chronic obstructive 
pulmonary disease (COPD), protocol 205.1ZO a 12 

our pulmonary function test will be conducted and 

HandiHaler device (lot# 9602001) Placebo Inhalation 
Capsules (tot# 9602001). Also provided is the lost h 
ttendees for the CMC meeting on May lo,1999 and 



IND 46,687 Tiotropium Bromide 

submitted to the IND for the CAC review and the 

0 review an 

ime windows as 

documentation for Dr. Rodatte who is conducting 
study 205.12 I. Also enclosed is investigator 

I 
z-De-99 ISafety Renort: FAX 

Id mentation for Dr. Zjbrack who is conductintr 
ic Safety report, 1999-O@? 185, adverse events: _ . 

29,.Dee-99 Safety Report SN OS1 
I 

Agency Contact Report 

Information Amendment SN OS? 

“Ts-Jan-00 } 7 Day Alert; Safety Report; FAX 
26-Jan-00 1 IND Safety Report SN 056 

Tachvcardia ventricular. 
Initial report, 1999-M? 185, adverse events: 
Tachycardia ventricular. 
General questions on registration strategy for 
HandiHaler device and on requirements for PAI for 
HandiHaler. 
1999-OE185, adverse events: Tachycardia 
Pharmacology~oxicology: BE’1 is amending the IN 
to provide for 16 nonclinical reports. U97-2720, V91 
2292, U98-2286, U98-2850, U98-285 1, UP&2879, 
UPP-0166, U99-0167, UPP-0205, UPP-1222, UPP- 

- ;: 8: . - ,? -2 
Submissions which need Serial No. correctioii. Ser. 
049 should be 050 and Ser.# 050 should be 051. 
;BIPI is amending the referenced lND to provide for 
‘the following clinical reports: W&Z067 and U99- 
BIPI is amending the referenced IND to provide for 
,an updated Investigators Brochure. 
/ 1 PP9-002 158. adverse events: Sudden death. 
/Initial report: 1999402158, adverse events: Sudden 



IND 46,687 Tiotropium Bromide 

entitled, “The effect of tiotropmm therapy on airway 

-ikm-OO FAX Request for Meeting Request for Type B Climcal meeting, attached is the 
fax copy of the cover letter on Bl’s request for a Type 
B Clinical meeting and the pre-meeting information 

1 Wun-00 

-- 
26-Jun-00 

-__I_ 
07-Jul-00 

02-Aug-00 -- 
14Aug-00 

Protocol,Protocol Amendment: New 



IN0 46,687 Tic&opium Bromide 

Ibeing submitted with form request-for review bv 
[Information Amendment: CMC SN 072 1Updated Testing SpecifiWior~ 156 0018 998-06 and 

Amendment 1 and 2 were inadvertently never 



IND 46,683 Tiotropium Bromide 

Tradename for evaluation. FDA informed of the 

Request for FDA confirmation on acceptability of 
i.e. non-serious adverse events 

21G95. Reports should only be included once in the 

oes not pre-assgn 



tND 46,687 Tiotropium Bromide 

procedures and on the same systems that would be 
used if it was the official submission. At completion 

I 
26-(3ct-01 /General Corresnondence 

%ct-01 Agency Contact Report 

%bct-01 INIl Safety Report SN 092 
05-Nov-01 Agency Contact Report 

of test. data will be removed from EDR svstem. 
IA test esub DLT tape was submitted to CDER’s 
electronic document room (EDR). The tape 
containerJ pharmtox, crt and crf data and is to supporl 
the uncoming SPIRIVA eNDA. 
e test esub DLT tape submitted on October 29,200I 
was successftdly loaded by FDA’s Electronic 
Document Room. 
IND Safety Report Follow-up #2 2001~NB-TIGZ2 
The Review Copies for the upcoming eNDA were - 

?Nov-01 Agency Contact Report 
14Nov-01 

confirmed. There is no update regarding the FDA’s 
evaluation of the Tradename, SPIRWA. 
For the upcoming eNDA, Items 19 (Financial 
Information) and 20 (Other) should be included in 

r the CMC section, but if 
format we should follow the 

the tumor datasets. The Division’s report has not yet 
I Ibeen sent to the CAC committee. 

%-NOV-Oi &rotocol Amendment: New Investigator INew Investigators 205.266 Drs. Friedman, 

should be included directly in the labeling folder. * 
should be a separate pdf 



iND 46,687 Tiotropium Bromide 

XMov-01 Agency Contact Report 

??Nov-Ol Agency Contact Report 
28Nov-01 
27-Nov-01 Agency Contact Report 
28-NW-O I 

??Dec-01 General Correspondence SN 095 

x.Dec-01 Agency Contact Report 

??$De.c-01 General Correspondence 

%-Dee-01 
I 

Information Amendment: Clinical SN 097 

XDec-01 Protocol AmendmenrNew Investigator 
,~ 

The current Project Manager will be leaving on 
December 7.2001. The new Project Manager will be 
Tony Zecola. 
CDER’s eSub Coordinator was contacted to answer a 
question about the metbo&validation section. 
Esub Coordinator was contacted. *A workaround for 
indexing folders with large amounts of data was 
obtained. *It is acceptable to create 2 crf toes and 
associate 1 index file (.pdx) with each or create a . . 
hird crf 10~ which to the SeEMd and third 
An updated electronic submission proposal for the 
SPIRIVA e&IDA was submitted. 
Notify‘ FDA Document Control Room of SPIRIVA 
electronic submission and 1 R review copies 
The User Fee of %?09,647, along with FDA Form 
,??97, was submitted to Metlon Bank. The User Fee 
for SPIRIVANDA 21-295 is 4162. 
The updated investigator’s brochure (U92-0551; 
Version 9, dated) was submitted. 
,Protocol Amendment: New Investigators for 205.222 
,(Celli), 205.2?0 (Diamond) and 205.266 (Anzueto) 
‘and Change in Protocol 205.2ZO CAmendment 2) 

. , 



SIGNIFICANT ACTIVITIES 
UNDERTAKEN BY THE MARKETING APPLICANT 

DURINGTHE 
NDA PHASE 

OF THE REGULATORY REVIEW PERIOD 



WA 21-395 Spiriva HandiHaler 
(tiotropium bromide inhalation powder) 

I- 

:Date 

f 

Submission Type 
12-De001 Original Application 

12-Dee-0 1 IPAX 

12..Dec-01 General Correspondence 

Abstract 
Original NDA 21-395 submission for SPIRJVA (tiotropium 
bromide inhalation powder) on December 12,2001. This was 
a complete electronic NDA. 
Peggy Hair in the FDA Document Room was notified the 

Project Manager, Tony Zecoha to alert him of its arrival. 

[SPIRIVA NDA will arrive on December 13th. 

The 
and 143 volumes for 

IA Fax of the NDA 21395 cover letter was sent to the FDA 

Hyperlinks across submisstons are not ne 
for the 4 month safe 

st for Information 

the esub Guidance. For information requested outside of 
14 one needs to decide if er or electronic is 



NDA 21-395 Spiriva HandiHaler 
(tiotropium bromide inhalation powder) 

can be paper or electronic format. The top level folder for all 
electronic submissions is the NilA number. Organization of 
all esubs should follow 356Nesub guidance. 

can be paper or electronic format. The top level folder for all 
electronic submissions is the NDA number. Organization of 
all esubs should follow 356Vesub guidance. 

Request for Informalion 

rmation from Dr. Lapidus site 

Request for Information 

st for Information Information dated March 25,2002. A partial response to 
2002 Request for Information. Questions 2, 
. Data sets (xpt) files submitted could not be 



NDA 21-395 Spiriva HandiHaler 
(tiotropium bromide inhalation powder) 

nist. Study 205.13 1 include key 

interactions with clarification of issues on PADAC 
ms for exacerbation, 
agonist. Study 205.131 



NDA 21-395 Spiriva HandiHater 
(tiotropium bromide inhalation powder) 

st for Information 

values at hoome* when were the ECGs obtained and no. of 

Questions pertaining to exercise parameters; pimary efficacy 
variable; endurance time at Day 21; differences in treatment 
effects on test days 42 and 21; list of protocol submissions 

uest for Information request for information regarding pregnancies in clinical 

on Study 205.13 1 
General Corressondence FDA pre-announcement of PAl atJ@C and DMV 
FDA Comments or Request for This submission provided a response to the FDA Field 

dates for respective PA1 is acceptabie. Hotel confirmation 



NDA 21-395 Spiriva HandiHaler 
(tiotropium bromide inhalation powder) 

2-Aug-02 
5-Aug-02 
6-Aug-02 

9-Aug-02 

Request for Infomlation 26July2002 requesting shift tables indicating number and 
nt of patients exhibiting specific increase in heart rate at 

st day. Provide increases of 5, 10, 15 and 20 beats per 

Request for Information 

e proposed inspection dates of 23-27SepO2 

and DMV International (lactose manufacturer) was requested 

Request for Information July 252002 which announced a pre-inspection at DMV 

ion and contact information was 

to submit another complete copy of the original NDA field 

ICAug-02 
I CAug-02 

-- 
16-Aug-02 



NDA 21-395 Spiriva HandiHaler 
(tiotropium bromide inhalation powder) 

chemist along Mr. White requested two translators available. 

Pulmonary and Allergy Drugs Advisory Committee. The 
PADAC was held on September 62002 for the SPIRVA 

6-Sep-02 
NDA 21395. 

Meeting with Health Authority BPS primary presentation to the September 06,2002 
Corresp Pulmonary and Allergy Drugs Advisory Committee Meeting. 

I- 
I 

6-Sep-02 Agency Contact Report FDA questioned PADAC on safety issues, FDA commented 
on bronchodilator effect and benefit of dyspnea relief 

announce an mspechon 0 
on October I 1,2002. 

t 

Request for Information - Fax 

2S-Sep-02 Response to FDA Comments or Response to FDA Request for Information - remove statement 
Request for Information to the best knowledge and belieg of the undersigned” to Item 

as recommen 

es were sent to Mr. 



NDA 21-395 Spiriva HandiHaler 
(tiotropium bromide inhalation powder) 

ng to an action letter 

1 IHandiHaler device. 
1 WJov-02 ILabeling IThis submission responded to FDA‘s October 10.2002 I 

mg as review not corn 
agency, 13-week tox exemption under discussion at agency - - - 

kex Should come 12/13 
/Fax with Telecon information for lU16/02 TC between Tony 

Agency Contact Report 

13-De&2 Agency Contact Report 

Zeccola and Peter Fernandes regarding status of action lette; 
for SPIRWA 
Status of FDA action letter - late due to tight schedule and 
weather. TC set up for 12/16/02 at 12~30 PM. 
Status of Action Letter and teleconference set-up with Agency 

I- I 
13-Dee-02 IFax 

I- I - 
16-De002 iFax 

je-mails 
IFax to FDA regarding TC for 12/18/02 to discuss status of 

d#.e for sending. Dr. Blank 
if expected to be aAer Christmas. 

2002. Either on i 



NDA 21-395 Spiriva HandiHalef 
(tiotropium bromide inhalation powder) 

23-Dee-02 General Correspondence 

F 

14.Jan-03 Agency Contact Report 

Response to FDA Appruvabfe Letter: Letter of Intent to File 
an amendment 
e-mail to Agency requesting informal meeting to discuss item 
in Action letter and what is needed for approval of applicatior 

17-Jan-03 F 17-Jan-03 

Agency Contact Report ACRFDA agrees to approve 1-3-S packaging and wants BI h 
develop improved packaging for later use 

Agency Contact Report In use study with I-3-5 not recjuired. 3 mth stability for 1-3-Z 
to be filed 1 mth afier’BI completes response to approvable 
letter, 6 mth report due 3 mths later. In 2-3 mths FDA 
requests update of optimized packaging and overall timeline. 

I 
2FMar-03 [Meeting with Health Authority ,FDA telecon mtg minutes with BIPJ on March 20th to discuss 

?I -Mar-O3 

BI’s Feb 25th submission of configuration of internal 

otional material and sa date issues and decisions 



NDA 21-395 Spiriva Handitialer 
(tiotropium bromide inhalation powder) 

Auth Comments Labeling,Heal 
Auth Comments Pharm Tox 

December 20,2002 (vdumes 2 - 4) 

Auth Comments C?vfC.Health 

e submission and cover letter. A 
r. Discussions to 



NDA 21-395 Spiriva I-iandiHaler 
(tiotropium bromide inhalation powder) 

24-Ott-03 

F 

Response to FDA Comments or Actual I: 1 scale i-3-5 blister label drawings for SPlWA 
Request for Information,Health capsules to be used for the market. Box of six placebo l-3-5 
Auth Comments Labeling blister cards without current proposed labeling. 

27-Ott-03 Agency Contact Report Discussion with Dr. Chowdhury regarding NDA review and 
labeling decisions. Agreed to teleconference with BIPI 

I- I IManagement. 
2%Ott-03 1 Agency Contact Report (Discussion between SIP1 and Dr. Chowdhury regarding stat-u! 

A review, CMC review, and possibility of two cycle. 

NDA,Health Auth Comments 

Reference is made ot Information Request Letter 



NDA 21-395 Spiriva HandiHaler 
(tiotropium bromide inhalation powder} 

Comments CMC Field 
Request Letter of Decem 

Response to FDA Labeling Comments and Information 
Requests of December 23,2003 

CMC,Response to FDA December 19.2003 and December 23,2003. 

t 

,Comments or Request for 
Information 

8-Jan-04 General Correspondence An email was sent to the FDA Project Manager, Tony 
Zeccoia, to inform him of the January 8th labeling submission. 
The signed cover letter for the January 8th submission was 

E-mail to Tony Zeccola of submission being sent out on 12-3t 
03 with attachments containing items being submitted to FDt 
of cover letter, response to labeling and clinical IR along with 
annotated and clean draft of labeling 
FIELD COPY - COMPLETE Response to FDA Information 
Requests of December I9,2003 and December 23,2003 

8-Jan64 

8-Jan-04 

included as an attachment. 
General Correspondence Email was received from FDA confirming they would be on 

the look out for the January 8.2004 labeling amendment. 
Labeling,Heallh Auth Comments Labeling Amendment to revise and update the Patient 
Labeling Instructions for Use, cartons, foils and HandiHaler to be 

consistent with 30Dec03 version of the Package Insert which 
takes into account FDA’s 23DecO3 comments. 

-i?3-Jan-O4 Agency Contact Report ~FDA telecon to discuss Clinical and PharmQ’ox and CMC 
issues between the BI Spiriva Team and management and 
FDA 

%-Jan-O4 Amendment to Unapproved A labeling amendment for the package insert and the patient’s 
NDA,Labeling instr)lctions for use was made in accordance with the 13JanO4 

tcon with FDA. This was a complete electronic submission. 



NDA 21-395 Spiriva Xandil-ialer 
(tiotropium bromide inhalation powder) 

14-Jan-04 r 
15 Jan-04 

15-Jan-04 

I S.~Jan++ 

1 S-Jan-04 

22-Jan-04 

Health Auth Comments CMC 

Response to FDA Comments or 
Request for Information,Health 
Auth Comments CMC 

Genera1 Correspondence 

Response to FDA Comments or 
Request for Tnformation,Hcalth 
Auth Comments CMC Field 
c #V 
Aiency Contact Report 

FDA CMC Fax discussing cleanliness, hygiene, and defects 
of manufacturing; fkctionaf and assembly which are part of 
,the HandiHaler specs provided in December 4,2003 
amendment and January 5,2004 amendment. Request to 

wordm*. 
,Response to FDA Request for Information Fax 2004-O 1 - 14. 
‘Updated specification sheet Drug Product - degradant BIIS 5 
!SE to QC Testing Spec for DP and proposed a shelf-life 
Wcenance criterion of -=X).5% 
lReference to January 13,2004 tekphone conference with 
FDA re clinical postapproval commitment and options to 
aualifk selected denradation vroducts. 
FIELD COPY to Compiete‘Response to CMC IR of January 
14,2094 and CMC Commitment of January 13,2004 

‘clinical, toxicology, and CMC as discussed in 1113104 

international SFIRIVA studies for which a report is completed 
Response to FDA Comments or 
Request for Information,Heahh~ 
Auth Comments Clin PK 

Peter Fernandes. Subs ent e-mail to Tony Zeccola along 


